[Inhibition of the activation and collagen production of cultured rat hepatic stellate cells by antisense oligonucleotides against transforming growth factor-beta 1].
In order to investigate whether the antisense oligonucleotides (ASON) against TGF beta 1 inhibit the activation and collagen production of cultured rat hepatic stellate cells, the authors synthesized two 20-mer phosphorothioate antisense oligonucleotides and their sense or missense oligonucleotides, and then treated the rat hepatic stellate cells (HSC) with these oligonucleotides at different concentrations respectively. HSC activation was assessed by the expression of alpha-smooth muscle actin (alpha-SMA), and TGF beta 1 level was determined by a standard bioassay. The production of collagen was measured by the incorporation of 3H-Proline into cultured rat HSCs. The results showed that the ASON against the translation initiation region of TGF beta 1 at a final concentration of 10 mumol/L could inhibit the HSCs activation, the secretion of TGF beta 1 and the production of collagen in HSCs significantly (P < 0.05), whereas the controls (sense or missense oligonucleotides) had no effect at the same concentration. All of the oligonucleotides had no cytoxicity to HSCs. These findings suggested that TGF beta 1 ASON might be useful for the treatment of hepatic fibrosis.